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Fig. 1 A DNA. and Amino Acid Sequence of Variable Region of FR1-H? Heavy Chain 
Heavy chain variable region sequence (cDNA) 

ATGGCCGAGGTGCAGCTGGTGCAGTCTGGGGCTGAGGTGAAGAAGCCTGGG 

GCCTCAGTGAAGGTTTCCTGCAAGGTTTCTGGATACACCTTCACCGACTACTA 

CATGCACTGGGTGCAACAGGCCCCTGGAAAAGGGCTTGAGTGGATGGGACTT 

GTTGATCCTGAAGATGGTGAAACAATCTACGCAGAGAAGTTCCAGGGCAGAG 

TCACCATAACCGCGGACACGTCTACAGACACAGCCTACATGGAGCTGAGCAG 

CCTGAGATCTGAGGACACGGCCGTGTATTACTGTGCGAGAGATGACTACATG 

GACGTCTGGGGCAAAGGCACCCTGGTCACCGTCTCAAGCGCCTCCACCAAGG 
GCCCA 

Heavy chain variable region sequence (amino acid) 

MAEVQLVQSGAEVKKPGASVKVSCKVSGYTFTDYYMETWVQQAPGKGLEWMG 
LVDPEDGETIYAEKFQGRVTITADTSTDTAYMELSSLRSEDTAVYYCARDDYMD 
VWGKGTLVTVSSASTKGP 
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Fig. IB DNA and Amino Acid Sequence of Variable Region of FR1-H7 light Chain 
Light chain variable region sequence (cDNA) 

cttgaaacgacactcacgcagtctccagacaccctgtctttgtctccaggaga 

aggagccaccctctcctgtagggccagtcagagtgttagcggcagtgcgttg 

gcctggtaccagcagaaacctggccaggctcccagactcctcatctatgatg 

catccagtagggccactggcgtcccagacaggttcagtggcagtgggtctgg 

gg<:agacttcagtctcaccatcagcagactggagcctgaagattttgcagtg 

tattcctgtcagcaatatggtagctcacctctcactttcggccctgggaccaa 

agtggatgtcaaacgaactgtggctgcaccatctgtcttcatcttcccgccat 

ctgatgagcagttgaaatctggaactgcctctgttgtgtgcctgctgaataac 

ttctatcccagagaggccaaagtacagtggaaggtggatt 

♦ 

Light chain variable region sequence (amino acid) 

I£TTLTQSPDTl^I^PGEGATLSa^QSVSGSALAWQQKPGQAPRLLIYDASS 
RATGVPDRFSGSGSGADFSLTISRLEPEDFAVYSCQQYGSSPLTFGPGTKVDVKR 
TVAAPSWIFPPSDEQLKSGTASWCLLNNFYPREAKVQWKVD 
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Fig. 1C CDRs For FR1-H7 Nucleic Acid Sequences 



VH (human bteavy chain subclass I) 
CDR1 GACTACTACATGCAC 

CDR2 CTTGTTGATCCTGAAGATGGTGAAACAATCTACGCAGAGAAGTTCCAGGGC 
CDR3 GATGACTACATGGACGTC 

VL (human kappa light chain subgroup HI) 

CDR1 AGGGC CAGTCAGAGTGTTAGCGGCAGTGCGTTGGCC 

CDR2 GATGCATCCAGTAGGGCCACT 

CDR3 CAGCAATATGGTAGCTCACCTCTCACT 



• 
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Fig. ID CDRs For FR1-H7 Amino Acid Sequences 

VH (human heavy chain subclass I) 

CDR1 DYYMH 

CDR2 LVDPEDGETIYAEKFQG 

CDR3 DDYMDV 

VL (human kappa light chain subgroup HI) 

CDR1 RASQSVSGSALA 
CDR2 DAS S RAT 

CDR3 QQYGSSPLT 



* 
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Fig. 2 A DNA and Amino Acid Sequence of Variable Region of FR1-A1 Heavy Chain 
Heavy chain variable region sequence (cDNA) 

ATGGCCCAGGTCCAGCTGGTGCAGTCTGGGGCTGAGGTGAAGAAGCCTGGGT 

CCTCGGTGAAGGTCTCCTGCAAGGCTTCTGGATCGACCTTCACCGGCTACTAT 

ATGCACTGGGTGCGACAGGCCCCTGGACAAGGGCTTGAGTGGATGGGAAGG 

ATCATCCCTATCCTTGGTATAGCAAACTACGCACAGAAGTTCCAGGGCAGAG 

TCACGATTACCGCGGACAAATCCACGAGCACAGCCTACATGGAGCTGAGCAG 

CCTGAGATCTGAGGACACGGCCGTGTACTACTGTGCGAGAGGAGGAGATCTG 

GGCGGTATGGACGTCTGGGGCCAAGGGA 



Heavy chain variable region sequence (amino acid) 

MAQVQLVQSGAJEVKKPGSSVKVSCKASGQTFTGYYMHWVRQAPGQGLEWMG 

RIIPILGIANYAQKFQGRVTITADKSTSTAYMELSSLRSEDTAVYYCARGGDLGG 

MDVWGQG 
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Fig. 2B DNA and Amino Acid Sequence of Variable Region of FR1-A light Chain 
Light chain variable region sequence (cDNA) 

CTTGAAATTGTGCTGACTCAGTCTCCACTCTCCCTGCCCGTCACCCCTGGAGA 

GCCGGCCTCCATCTCCTGCAGGTCTAGTCAGAGCCTCCGGCATAGTAATGGA 

TACAACTATTTGGATTGGTACCTGCAGAAGCCAGGGCAGTCTCCACAGCTCCT 

GATCTATTTGGCTTCTAATCGGGCCTCCGGGGTCCCTGACAGGTTCAGTGGCA 

GTGGATCAGGCACAGATTTTACACTGAAAATCAGCAGAGTGGAGGCTGAGGA 

TGTTGGGGTTTATTACTGCATGCAAGCTCTACAAATTCCTCCGACTTTCGGCC 

CTGGGACCAAAGTGGATATCAAACGAACTGTGGCTGCA 

Light chain variable region sequence (amino acid) 

LErVLTQSPLSLPVTPGEPASISCRSSQSLRHSNGYNYLDWYLQKPGQSPQLLIYL 

ASNRASGVPDRFSGSGSGTDFTLKISRVEAEDVGVYYCMQALQIPPTFGPGTKVD 

IKRTVAA 
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Fig. 2C CDRs For FR1-A1 Nucleic Acid Sequences 

VH (human heavy chain subclass I) 
CDR1 GGCTACTATATGCAC 

CDR2 AGGATCATCCCTATCCTTGGTATAGCAAACTACGCACAGAAGTTCCAGGGC 
CDR3 GGAGGAGATCTGGGCGGTATGGACGTC 

VL (human kappa light chain subgroup IT) 

CDR1 AGGTCTAGTCAGAGCCTCCGGCATAGTAATGGATACAACTATTTGGAT 
CDR2 TTGGCTTCTAATCGGGCCTCC 

CDR3 ATGCAAGCTCTACAAATTCCTCCGACT 



■ 
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Fig. 2D CDRs For FR1-A1 Amino Acid Sequences 

VH (human heavy chain subclass I) 



CDR1 GYYMH 

CDR2 RIIPILGIANYAQKFQG 

CDR3 GGDLGGMDV 

VL> (human kappa light chain subgroup II) 

CDR1 RS S QS LRHSNG YNYIiD 

CDR2 LASNRAS 

CDR3 MQALQIPPT 



\ 



i 
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Fig. 3 
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Fig. 5A 
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Fig. 5B 
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Fig. 6 
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Fig. 7 
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Fig. 8A 
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Fig. 8B 




Antibody concentration (nM) 



WO 2005/037235 PCT/US2004/034970 

18/52 

Fig. 9 
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Fig. 10 
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Fig. 1 1 
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Fig. 12A 
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Effect of Treatment on Blood Glucose 
p < 0.0001 

One Way ANOVA 
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Fig. 12B 
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Fig. 13 
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Fig. 14 



Fat Pad / Body Weight Ratio TA Muscle / Body Weight Ratio 




* 

p<0.05 



WO 2005/037235 PCT/US2004/034970 

25/52 

Fig. 15 A 
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Fig. 15B 
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Fig. 15C 
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Fig. 15D 
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Fig. 16 
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Fig. 17 
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Fig. 18 
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Fig. 19 
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Fig. 21 
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Fig. 23 
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Fig. 24 
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Fig. 26 A 



Effect on total weight (n = 16), adlibitum, Hi 

Carb diet 
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Fig. 26B 



Effect on food intake (n = 16), ad libitum 
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Fig 26C 
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Fig. 26D 
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Fig. 27A 



Effect on body weight (n = 8), Pair-feeding, 2g/day 
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Fig. 27B 

Effect on body composition (n =8), Fat weight, 

pair-feeding 
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Fig. 27C 
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Fig. 27D 
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Fig. 2 8 A. FR1-4H antibody variable sequences 

Heavy chain variable region sequence (cDNA) 

(gamma heavy chain) 

CAGGTGCAGCTGGTGGAGTTTGGCCCAGGACTGGTGAAGCCTTCGGAGAC 5 0 

CCTGTCCCTCACCTGCACTGTCTCTGGTGGCTCCATCAGTAGTTACTACT 10O 

GGAGCTGGATCCGGCAGCCCCCAGGGAAGGGACTGGAGTGGATTGGGTAT 150 

ATCTATTACAGTGGGAGCACCAACTACAACCCCTCCCTCAAGAGTCGAGT 200 

CGCCATATCAGTAGACACGTCCAAGAACCAGTTCTCCCTGAAGCTGAGCT 250 

CTGTGACCGCCGCGGACACGGCCGTGTATTACTGTGCGAGAGAGTATTAC 300 

TATGATAGTAGTGGTTATTACTTTTATGCTTTTGATATCTGGGGCCAAGG 350 

GACCACGGTCACCGTCTCAAGC 372 

Heavy chain variable region sequence (amino acid) 

QVQLVEFGPGLVKPSETLSLTCTVSGGSISSYYWSWIRQPPGKGLEWIGY 5 0 

IYYSGSTNYNPSLKSRVAISVDTSKNQFSLKLSSVTAADTAVYYCAREYY 100 

YDSSGYYFYAFDIWGQGTTVTVSS 124 

Light chain variable region sequence (cDNA) 

CTGCCTGTGCTGACTCAGCCCCCCTCAGCGTCTGGGACCCCCGGGCAGAG 5 0 

GGTCTCC ATCTCTTGTTCTGGAAGCAGCTCCAACATCGGAAGTAATTATG 100 

TATACTGGTACCAGCAGCTCCCAGGAACGGCCCCCAAACTCCTCATCTTT 150 

AGGAATAATCAGCGGCCCTCAGGGGTCCCTGACCGATTCTCTGGCTCCAA 2 00 

' GTCTGGCACTTCAGCCTCCCTGGCCATCAGTGGGCTCCGGTCCGAGGATG 250 

AGGCTGATTATTACTGTGCAGCATGGGATGACAGCCTGAGTGGTTGGGTG 300 

TTCGGCGGAGGGACCAAGCTGACCGTCCTAGGT 3 33 

Light chain variable region sequence (amino acid). 
(Lambda light chain) 

LPVLTQPP S ASGTPGQRVS ISCSGSS SNI GSNYVYWYQQIiPGTAPKLL IF 50 

RNNQRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCAAWDDSIiSGWV 100 

FGGGTKLTVIiG 111 
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Fig. 28B. FR1-4H antibody variable sequence CDRs 



CDR amino acid sequences 
V„: 



CDRl SYYWS 

CDR2 YIYYSGSTNYNPSLKS 

CDR3 EYYYDSSGYYFYAFDI 

V L : 

CDRl SGSSSNIGSNYVY 

CDR2 RNNQRPS 

CDR 3 AAWDDSLSGWV 

CDR nucleic acid sequences 
V„: 

CDRl AGTTACTACTGGAGC 

CDR2 TATATCTATTACAGTGGGAGCACCAACTACAACCCCTCCCTCAAGAGT 

CDR3 GAGTATTACTATGATAGTAGTGGTTATTACTTOTTATGCTTTTGATATC 

V L : 

CDRl TCTGGAAGCAGCTCCAACATCGGAAGTAATTATGTATAC 

CDR2 AGGAATAATCAGCGGCCCTCA 

CDR3 GCAGCATGGGATGACAGCCTGAGTGGTTGGGTG 
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Fig. 29 
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Fig. 30. Examples of FGFR small molecule inhibitors. 

Indolinone derivatives: 




Quinolinone derivatives: 
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Pyrimido-pyridine derivatives: 
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Fig. 31. 
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